. Figures 1D-1F) . The limb first appears as a bud of mesoderm cells originating in the lateral plate mesoderm, covered by surface ectoderm. Growth and patterning is dependent on an epithelialmesenchymal interaction that occurs between a distal organizing center, the apical ectodermal ridge (AER), which is formed at the dorsal-ventral interface of the epithelium, and the underlying mesenchyme (progress zone); proliferation of the progress zone mesenchyme is prompted by the Fgf produced in the AER, and in turn, factors produced by the progress zone maintain the AER (Figure 1B; for review see Martin, 1998). Embryological studies of this interaction in chick limb buds demonstrated that proximal structures (humerus or femur) are determined prior to distal ones (digits; Figure 1F ). Therefore, although the morphogenesis of appendages in flies and vertebrates appears at first glance to follow rather different principles, both must implement 
Fgf loop still needs to be documented (Sordino and Downregulation of gremlin expression was observed Duboule, 1996). Analysis of Meis expression in fin buds close to the BMP bead source, whereas upregulation should reveal whether or not a "proximal-distal" subdivioccurred at a distance, consistent with a threshold effect sion exists, and if it does, to which skeletal elements it of BMP levels on gremlin induction (Figure 2) 1999). Such a remarkable degree of "self-restraint," alGiven both the gremlin expression profile and the sugready described for the axial organizers, and now for gested requirement for gremlin activity provided by the the limbs, may illustrate a general mechanism whereby ld mutant, it was important to determine whether gremlin signaling cascades regulate the extent of growth in expression is sufficient to maintain the AER. To this end, many developmental contexts. Capdevila et al. misexpressed gremlin using retroviral 
